r 



Atty. Dkt. No. 016912-0216 

REMARKS 

Upon entry of the foregoing amendment, claims 1, 2, and 5-9 are pending in the 
application, with claims 1 and 5 being the independent claims. Claim 1 is sought to be 
amended. Claims 5-9 are sought to be added. Claims 3 and 4 are sought to be canceled 
without prejudice to or disclaimer of the subject matter therein. 

Claim 1 has been amended to recited that the eugenyl glycoside is present in the 
antiwrinkle agent in an amount of 1 to 4% by weight, based on the weight of the antiwrinkle 
agent. Support for this change can be found in the specification as originally filed, e.g., at 
page 5, lines 15-16. 

Support for new claims 5-9 can be found in the specification as originally filed, e.g., 
at page 3, lines 25-33; at page 5, lines 6-16; and at page 6, line 27, to page 10, line 16. 

These changes are believed to introduce no new matter, and their entry is respectfully 
requested. Applicants respectfully request reconsideration of the present application in view 
of the foregoing amendments and in view of the reasons that follow. 

L Rejection of the Claims Under 35 U.S.C. S 103 

Claims 1-4 are rejected under 35 U.S.C. § 103 as allegedly being unpatentable over 
Dalko et al., US 2003/0054021 ("Dalko"). (Office Action, at page 3, lines 14-15.) 
Applicants respectfully traverse. 

According to the Office, Dalko teaches a composition comprising 7-oxo-DHEA 
derivatives and a method for treating the adverse signs of aging of the skin by administration 
of the composition, and teaches that the composition can fiirther comprise 5a-reductase 
inhibitors, including "extracts of Eugenia caryophyllata containing eugenol or eugenyl 
elucoside (paragraph 01 15-0129)." (Office Action, at page 3, lines 16, to page 4, line 4.) 
The Office notes that the 5a-reductase inhibitor can constitute from 0.01% to 5% of the total 
weight of the composition (Office Action, at page 4, lines 6-7), and that the presence of 
eugenyl glycoside in a composition for h-eating the adverse signs of aging of the skin would 
inherentiy also function as an antiwrinkle agent (Office Action, at page 4, lines 13-15). The 
Office states that although Dalko "does not exemplify an antiwrinkle composition comprising 
a eugenyl glycoside, the reference does provide sufficient disclosure as to what various 
components can be included into an antiwrinkle composition," and concludes that, 
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accordingly, "it would have been prima facie obvious for one of ordinary skill in the art to 
prepare an antiwrinkle composition [comprising] eugenyl glucoside." (Office Action, at page 
5, lines 1-5.) 

Claims 3 and 4 have been canceled, rendering the rejection moot with respect to these 

claims. 

Regarding claims 1 and 2, Applicants believe that, contrary to the position taken by 
the Office, one of skill in the art, in view of Dalko, would not have arrived at the antiwrinkle 
agent as presently claimed for the following reasons. 

Present claim 1 recites an antiwrinkle agent comprising an eugenyl glycoside in 
an amount of 1 to 4% by weight based on the weight of the antiwrinkle agent. 

Applicants submit that although Dalko discloses extracts of Eugenia caryophyllata 
containing eugenol or eugenyl glucoside, as noted by the Office, extracts of clove bud {i.e., 
extracts of Eugenia caryophyllata) contain substantially no eugenyl glycoside. See, e.g., 
Hamada et al. Fragrance Journal, 2001-3, pp. 47-52 (attached hereto as Exhibit 1, with 
partial English-language translation), which indicates that extracts of clove bud comprise "70 
to 90% of eugenol, and as the other components, acetyl eugenol, caryophyllene, etc., have 
been known." (Hamada et aL, partial English-language translation, lines 12-13.) Also, 
according to this attached excerpt, at the time of flowering of the bud, eugenol is present as a 
glycoside (Hamada et al, partial English-language translation, lines 18-20). Applicants also 
attach pages 81-82 of "Botanicals: A Phytocosmetic Desk Reference," published by CRC 
Press (copy attached hereto as Exhibit 2), which indicate that extracts of clove bud contain 60 
to 90% eugenol, 2 to 27% eugenol acetate, and 5 to 12% P-caryophyllene (page 82, under the 
subheading "Constituents," at lines 1-2), indicating that substantially no eugenyl glycoside is 
contained in clove bud extract. 

Moreover, Applicants note that Dalko indicates at the paragraph [0130] that the 5a- 
reductase inhibitor, when included in the disclosed compositions, is useful for treating 
seborrhea, hirsutism, and/or androgen-dependent alopecia. According to Hamada et aL, 
Fragrance Journal, 2001-3, pp. 47-52, on page 50, Table 1, the inhibitory activity (IC50 (%)) 
of eugenyl glycoside (4.0600) is only about 1% of that of the eugenol (0.0430). Thus, even if 
an extract of clove bud (i.e., extracts of Eugenia caryophyllata) containing eugenyl glucoside 
were formulated in an amount of 0.001 to 10% in the cosmetic compositions of Dalko, the 
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effect of the eugenyl glucoside as a 5a-reductase inhibitor would be extremely weak. Thus, 
Applicants believe that one of ordinary skill in the art would not have been motivated to 
prepare an antiwrinkle composition comprising a eugenyl glucoside-containing extract of 
Eugenia caryophyllata in an amount of 1 to 4% by weight, as recited in the present claims, 
because such a composition would have a weak 5a-reductase inhibitor activity. 

For these reasons, Applicants believe that one of skill in the art, in view of Dalko, 
would not have arrived at the antiwrinkle agent of the claims. Accordingly, claims 1 and 2 
would not have been obvious in light of this reference. 

Apphcants believe that the rejection of claims 1-4 under 35 U.S.C. § 103 has been 
overcome or rendered moot and requests that the rejection be withdrawn. 

11. New Claims 

In this response, Applicants have added new claims 5-9. Applicants believe that the 
reference cited in the outstanding rejection does not teach or suggest the method set forth in 
new independent claim 5 or the additional elements of dependent claims 6-9 when considered 
in combination with claim 5. 

CONCLUSION 

Based on the foregoing remarks. Applicants respectfully request that the Examiner 
reconsider all rejections and that they be withdrawn. Applicants believe that the present 
application is now in condition for allowance. Favorable reconsideration of the application as 
amended is respectfully requested. 

The Examiner is invited to contact the undersigned by telephone if it is felt that a 
telephone interview would advance the prosecution of the present application. 

The Commissioner is hereby authorized to charge any additional fees which may be 
required regarding this application under 37 C.F.R. §§1.16-1.17, or credit any overpayment, 
to Deposit Account No. 1 9-0741 . Should no proper payment be enclosed herewith, as by a 
check or credit card payment form being in the wrong amount, unsigned, post-dated, 
otherwise improper or informal or even entirely missing, the Commissioner is authorized to 
charge the unpaid amount to Deposit Account No. 19-0741 . If any extensions of time are 
needed for timely acceptance of papers submitted herewith. Applicants hereby petition for 

-5- 

WASH 5209359.2 



Atty. Dkt. No. 016912-0216 

such extension under 37 C.F.R. § LI 36 and authorizes payment of any such extensions fees 
to Deposit Account No. 19-0741 . 

Respectfully submitted. 
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Abstract : Androgenetic alopecia, or male pattern baldness, affects a large oooula- 

eugenol in clove bud. The release of eugenol from eugenyl glucoside on hmnZ 
SH^r^'^of*,"'"^^^ that began from just after appUcation and remSxedSS 
SSnif^' rJT^- ^TJ^**' generated from eugenyl glucoside showed a m^^ 
5 « -reductase .inhibitory effect tban other related compounds and phS 
extracted In a cbmcal pilot study, the efficacy rate of a hair growth agent cont^- 

S^aiv oS'''t^'""'*f '^/'.^ ^^-^^ ^'^^^^^ wire oSseJ^d 

^^^^ P^"'>"i- Moreover, a 0.5% dose of eugenyl 
glucoside showed a mitigative effect against alcohol. All these results stSeest S 
eugenyl glucoside was a useful active ingredient for hair re^iS^roS 

Key words : clove bud, eugenol. eugenyl glucoside. 5 « -reductase inhibitor, hair 
re-growth, androgenetic alopecia 
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Partial English-language translation of "Fragrance Journal" 



Page 48, right column 

2. Main component of clove bud, eigenol, and a precursor eugenyl glucoslde 

Clove bud is a bud of evergreen high tree belonging to Myrtaceae called a 
scientific name: Eugenia caryophyllata, and a material in which the bud is dried in the 
sun is used as clove which is one of the world four spices. The history of the clove as 
an edible material is too long and goes back to before Christ, and it has been used as a 
miracle drug for stomach or intestines. Also, it has been said that when a person 
takes the dove, his/her hair becomes healthy, which means it is excellent in hair 
growing effects, and the person does not have a white hair. At present, a clove oil 
obtained by distillating the bud thereof has widely been used as a fragrance of 
cosmetics or chemicals. 

The component of the clove oil comprises 70 to 90% of eugenol, and as the 
other components, acetyl eugenol, caryophyllene, etc., have been known. The 
eugenol which is the main component has been reported ^^^''^^ to have an excellent anti- 
inflammatory action, antibiotic action or antioxidant action, etc., and further has been 
said to have an action like an anti-male hormone^^'. However, the eugenol has a 
specific odor and has volatility so that any device for making a preparation is 
considered to be taken. Thus, the reporters have attracted attention18), 19) that 
eugenol contained in the colve Is present at the time of flowering the bud as a 
glycoside, and investigated various kinds of glycosides. As a result, a glycoside of the 
eugenol is odoriess and hydrophilic white powder, which is a stable substance, and as 
one of these glycosides, eugenyl glycoside is investigated as a component for a hair 
growing agent (Fig, 2). 




Flower 




eugenol 



Fig. 2 Structure of eugenyl glycoside 
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Table 1 5a-reductase inhibitory activity of vegetable derived omponents 



Sample Name 


ir* (0/ \ 
1^50 I /o) 


Positive control (E2) 




Eugenol 


0.0430 


Lavender oil 


U.^ lUU 


Sesame oil 




Duke extract 


0.8000 


Gentiana extract 


1 .5800 


Rehmannia chinensis root extract 


Z.Z400 


Clove extract 


2.2400 


Processed aconite extract 


2.8900 


Glossphyline extract 


2.9200 


Cedrat oil 


3.0600 


Citrus oil 


3.2200 


Eugenyl glycoside 


4.0600 


Gaba tea extract 


4. JUUU 


Zanthoxylum piperitum peel extract 


13.8000 


Japanese Mallotus 


> 20 


Acerola extract 


>20 


Common cocklebur extract 


>20 


Capsaicin 


>20 


Gonzrango extract 


>20 


Crataegus cuneata fruit extract 


>20 


Jiougi extract 


>20 


Touchi extract 


>20 


Carrot extract 


>20 


Lawsonia inermis henna extract 


>20 


Peppermint extract 


>20 



Botanicals 

A Phytocosmetic Desk Reference 



Frank S* D^Amelio, Sr* 




CRC Press 

Boca Raton London New York Washington, D.C. 



1. Duke, L, Handbook ofPhyto Chemical Constinaenis of Grass Herbs and Other Economic Plants 
CRC Press, Boca Raton. FL. 1992. 

2. Leung, Y. A/B, Steven Foster. Encyiopedia of Common Natural Ingredients. 2nd ed, John WUev & 
Sons, New York, 1996. 

CINCHONA See QUIN-QUINA 

CLEMATIS HERB 

Clematis vitalba L. 

*INCI Name 

Part Used: CAS#: 84929-63-5 
Clematis vitalba B^mci Leaves FamUy: Ranunculaceae 

Synonyms: Old Man's Beard. Travelers Joy 
Part Used: Dried aerial parts 

Habitat and Range 

Woods» hedges, thickets, June to August; most of Europe. 
Description 

A robust, woody, deciduous-leaved climbing plant to 30 m with clusters of white flowers 
toward the end of the present yearns branches, and conspicuous, grey, feadier fruit cluster. 
Rowers 2 cm, fragrant, in lax temiinal and axillary clusters; petals spreading, densely hairy 
on both sides. Leaves pinnate with 3 to 9 oval, stalked leaflets, each 3 to 10 cm. Fruit with 
numerous carpels, each with long styles with dense, spreading, white hairs. 
Properties 

As a bach flower remedy (aromatherapy), it is used for dementia, mental escape from reality, 
mattentativeness, indifference, said to have antibiotic properties, rubefacient, antiscrofulous 
properties. Homeopathic preparations are used to treat blisters, sores, and inflammation. 
Constituents 

Caffeic acid, behenic acid, chlorogenic acid, clematine, vitalbiosides, sterols, protein. meUssic 
acid. 

CLOVES 

Syzygiwn aromaticum (L.) Meir et Pray 
*INCI Name 

Syzygium aromaticum Part Used: CAS#: 84961-50-2 

Family: Myrtaceae 

Synonyms: Eugenia caryophllus (Spreng.) 
Bull, et Herr., Carophyllus aromaticus L., 
Caryophyllum, Plores caryophylli 

Part Used: Flower buds 

Habitat and Range 

Native to the Molucca Islands. In 1770, it was introduced into Mauritius and Reunion, then 
brought to Zanzibar and Pemba. It is now extensively cultivated on these two islands and 
furnishes the bulk of the world's supply. 
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COLEUS ROOT 



Description 

From 10 to 17.5 mm in length; the solid inferior ovary more or less 
cylindrical, and somewhat four-angled; dark brown, terminated by an 
epigynous calyx with four incurved teeth about 3 mm in length, and 
surmounted by a light brown globular portion consisting of four 
imbricated, glandular-punctate petals, which alternate with the calyx 
teeth; stamens numerous, crowded, and incurved, style U ovary two- 
locular, with numerous ovules; odor strongly aromatic; taste pungent 
and aromatic, followed by a slight munbness. 

Properties 

They are due to the volatile oil. It has anodyne and mildly antiseptic 
properties, exhibiting broad antimicrobial activities as well as anthel- 
mintic and larvicidal properties. It is an agreeable aromatic stimiilant, 
antispasmodic, and has carminative properties. 

Constituents 

The buds yield 15 to 18% volatile oil containing 60 to 90% Eugenol, Cloves 

2 to 27% eugenol acetate, and 5 to 12% p-caryophyllene. The buds 

also contain sterols, fiavonoids, protein, lipids, carbohydrates, vitamins, and others. 

COLEUS ROOT 

ColeUs forskoMii (Willd.) Briq 

♦INCI Name 

Part Used: Family: Lamiaceae (Labiatae) 

Coleus Root Root, leaves Synonyms: Plectranthus barbatus 

Part Used: Root, leaves 

Habitat and Range 

The plant is distributed over the subtropical to temperate climate zones in the mountains of 
Africa, Burma, Nepal, Sri Lanka, and Thailand. It is native to India, where it is widely 
cultivated. 

Description 

An aromatic perennial with tuberous roots and erect stem 
reaching 60 cm The taste of the leaf is at first pleasantly 
aromatic, afterwards very pungent; the odor is agreeable 
and lefireshing. 

Properties 

It has an inhibitory activity on melanin formation, hence 
its use in cosmetic preparations intended to whiten the 
skin. It activates adenyl cyclase reaction, suggesting its 
value as a bronchodilator, anti-allergy and antiglaucoma 
agent. It lowers blood pressure; it is antispasmodic and 
hesut tonic. 

Constituents 

Volatile oil and the labdane diterpene forskolin, which is responsible for most of the activities 
of the drug. 

1. Robbers. J.E., Speedie, J.K., and Tyler. E., Pharmacognosy and Pharmacobiotecknology, ^miliams 
&>^riiidns. 





Forskolin 



